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mmm 

StlTViS, u©775'J-©^>A-H i£— (l*)60kDa) ©37^ 
>/\°^K£lt^ ^t=t < f i^nfcy^r-f >©E^J^MUT^ D , if 
U3^7^X7 7f^JH;>'h-;V (GPI) T>#-K:<£ OaijfiJRlCjlg^b 

* J£ & ft Z> mm^m^ d? — > ifi&ftU ya^ya^/tx^^;*' 

X?— (Drosophila melanogaster) SSSttGHlNS^;*^ u — n>^fc=fc D , Dal 
ly (division abnormally delayed) jte^J^EJS^ttT^ D ^ Dal lyOcDNAfi, 
i^U fc°#>©^T<z)#$i£#A,-e^£#*f itoli7"nWJ^> (GRIP 
s) £*@|WIIB^1 (24~26%*g|WI) ^tSI)$a-FtSt-7 0 >'J-fV>^7 
(ORF) & : &lsT^%Z.t&iofr-DT^Z> 0 -^(DWi, dally^dpp (decapen 

tapiegia) v^7#—mm&Mm°tz>'®.m?tm~D £ t^t^nt^ d , 

£ ^ & nit?LMJ © ^ U tf % >^TGF i: BMP © b T V* & W tSte § 

StUT^S. Tf3Lfr>t>. ^Uk^^tv^J^ttiliHl 1 (EGF, PDGF, B 
MP2> FGF's) ©^<^^<D^|^l/ir7°^-<hbTatML-Tl/^pIfg'|4^^ 

(Filmus, J., Church, J. G. , and Bui ck, R. n. (1988) Mol. Cell Biol. 8, 4 
243-4249) , ^'J W>77$'J-0, iH^S69kDa©n 7 ? >/\°^3C£f# 
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ofc, GPI-|g^Mc0-\A o ^>«ynT-^-^U^>. 0CT-5<hLT|WI^$tlfe (F 
ilmus, J. , Shi, W. , Wong, Z. -M. , and Wong, M. J. (1995) Biochem. J. 311, 56 
1-565) o thi^^T^), th'PI«3WJS*«fcl)^Ulf*>3*n-Fi-sate 
MXR-7<hLT^-II$nTVi§ (Hermann Lage et al. , Gene 188 (1997) 151- 
156) o fc°#>3 fc£-f >XU >ii|IBf-2 £^>/1#-^>/1 
^J&U ^(D^iH^O?§iSi^»|fiP^-§^t^#^$tiTV^ (Pilia, G. et a 
1, (1996) Nat. Genet. 12, 241-247) „ t£# > 3 j&WTL fc'x 

ttt§Snt^S*i (Hey-Chi Hsu et al. , CANCER RESEARCH 57, 5179-5184 (19 

97)) , ?vv%>3 hmfflMmm<n\z^%Q £vitMmz^\,*T<DmM t \tt^o 

^5P>©g^f$£UTflfgbTV^ nTIMttfe^^nTV^^ (Molecular Cell 
(2001), 7, 811-822) , Z(DMmtMmmM£<DMffi&W£mzU?3:>DT^73:^ 0 

*mWmZ\Z, nrnfflgtZmUfrm^ tft^U fc°#>3|rL#:;^ADCC 
ttfBMW, antibody-dependent cell-mediated cytotoxicity) CDC (*i 

complement-dependent cytotoxicity) ^ttfc «fc D M)J£*i?i 

tf ^7 > 3 ifL#:^^tH^(Z)^ffl SSftS ^iiaoTfe, ffflJ& W»iJ?£14£ 

2 
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( 1 ) tft^U b°^7 y 3 fifr^fi^-hbTtMlWPM^ 

(2) jft^U ff*>3»«Ifgtt^f1-§ (1) ©M^iWMM, 

(3) Iffl^MfStt^mfW^ttlffl^M* (ADCC) m&l£tzfeffifci&ft&MM 
M«(CDC)^ttT$)^ (2) ©«*§»0J^ 

(4) MflaA^aflflatfabs (i) ~ (3) (D^-rn^ommmmMmu 

(5) tt^ffiite, fl*fis«iHj!a. *b&*5«hji&, %mmm, m^mmmm, e 

(6) MMfimmmM'v&z (5) 

(7) irL^^ey ?u-ir)\,ffifa-v%>z> d) ~ (6) ©&HHM^0m 

(8) j/L#:^fc hM^rc«^^^fb$nfc*)©Tafe§ (1) — (6) ©V^Ttl 
(10) (9) <DtnL#:, 

(id ^mmmzM^xmmmmma^T^ do) ©trt^ s^t* 
(12) ^mmmmE\m~7izMvxmmmm^^-r^ (id ©k#:, 

^i©i^Uk°*>3MtbTtt, M^«t hMteirL^ t: hirC#: (W096 
/33735-^^fR) Xte^^mi* (#PS^4-228089^^#g) , ^Xiattfo E<D& 

^mmxmm-zn&tnw w>3^n, ifflrammotg^WT^ %©-<?$> 

ti«\ -e^Si^ @m (€/^n-t;k #U^n-^;i/) &£0W;£Fn1fr7£ 
1. &iffV\Z%>3ffifc 

3 
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Jl^TM^J & u—3-)\/1nfc£ l/Tf« £ *58iT«ffi -Zti&tntf 

Ufc°)!3>3i#ilT, ^KinfcftlM&ElJ*©^/ ^D-t;i/iWSl^o Pi 

^^©iS^StMibT^M^nst: h^U tf^7>3 Lage, H. e 
t al., Gene 188 (1997) , 151-156K:H^Snfc^U t!* > 3 (MXR7) jtfeT 

tf# > 3 ©§15^^^ F £^ft^M£ bTteffl-TS otfeTtSc £<DB5, 
^ H fc£ k h ^ U fc? # > 3 © T S. J mm «fc t) tt;#l=r «fc t) % % C £ # 

4 
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xt! l — :7&<&tr&ffi-&£fck Sn^ssf^-fefflv^s £<h/^Rjitre&&o 

telfo 0l*.fc£* 7yh, +f- 

DftiDtl&o Rfrmzlfr. mfttfim&ns (Phosphate-Buffered Saline) ^tkM 

&M7kmTMmm\z%rffi., mmi,r^^(Dizmm\z^vm'm<Dy^^^>h. mx 
e © cfc -5 k: m%W}W%$&m b , £ m h ©in;# i/^;v^_h#-r © &aMg 

fflV^ 0 ^O^xn-T|0I^«, ^©l^Ollft, P3 (P3x63Ag8. 6 

53) (J. Immnol. (1979) 123, 1548-1550) , P3x63Ag8U. 1 (Current Topics i 
n Microbiology and Iimunology (1978) 81, 1-7) . NS-1 (Kohler. G. and M 
ilstein, C. Eur. J. Immunol. (1976) 6, 511-519) , MPC-11 (Margulies. D. H. 

et al. , Cell (1976) 8, 405-415) , SP2/0 (Shulman, M. et al. , Nature (1 
978) 276, 269-270) , FO (deSt. Groth, S. F. et al. , J. Immunol. Methods 

(1980) 35, 1-21) , S194 (Trowbridge, I. S. J. Exp. Med. (1978) 148, 31 
3-323) , R210 (Galfre, G. et al. , Nature (1979) 277, 131-133) mfiWMlZ 

iEMii^^xn-vtttottl^ ^mztetemamm, Teh 
tL«\ 5— -^-t^JlX^^ (Kohler. G. and Milstein, C. „ Metho 

ds Enzymol. (1981) 73, 3-46) mzmVXfr? ZLktf^Zo 

5 
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(peg) , -fe>^^-r;i/x (hvj) ^ffiisn, 3£fcj9rMfc:«fc vM-et^m*^ 

^•jcfflv^*$i*tbT^ mz^x.n~^mMm<Dmm\zit?Mf3Li®m 
luommwi, mummm, ^vm. z\<Dm<DmMmmizm^zn%mn<Dmmm 
&mm»sm?3b*). zb\z, ^J^i^t (fcs) ^cDKiiffifMse&^ffl-rssit'b 

g-^u ^mrcmmiztnMi'ttEGmwi (m^z^ft^mooQ-momm & 

51^30-60% (w/v) ©MTiiDt, j@£-*r & £ £ \z J: o T @ m tT ZMSnm 
_k?f & HitSif^Sft D jg-T £ h \Z <£ D A-f ^ U K - v <£>3sW fc$f £ b < & V* 

U>AS££in vitroT^U tf#>3 tciKf^b, ii-fE U >ASfc£ t b fi3fe©7k^^ 
^i^tt§5xn-Yiiti^$t, tf* > 3 ^©«§^{4^Wr^»Hff 

tn;#:5if5T^)^T©kA- h u-^tts h^>xv ? x^y ^mmizum^t^^ 

ifV tf#>3 £K#bTjrL^U b°^J> 3jrC#:^^|ffl^^^#b> Zfl^mt^ 

B§##W0 94/25585 W0 93/12227 W092/03918 W0 94/0 
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2602 #^$g#M) o 

^m^m^xm^^rcm.m^m<D%(D^m^^>^t^x^^> vand 

amme, A. M. et al. , Eur. J. Biochem. (1990) 192, 767-775, 1990#$O „ 

>3trL#:©Bl^ (V) <g«*3— Ft" SmRNA*^lKt" mRNAomfitte, 

MXlts tfT~i?>M^>bfe (Chirgwin, J. M. et al. , Biochemistry 
(1979) 18, 5294-5299) , AGPC& (Chomczynski, P. et al. , Anal. Biochem. 
(1987) 162, 156-159) miz «k 0 fro T^RNA^SliS U mRNA Purification Kit 
(Pharmacia©) ^£l£ffl bT @ W<£>mRNA£ff §Tf § 0 QuickPrep mRNA P 

urification Kit (Pharmacia®) &JHl>S Z h\z& t)mRNA&l£8HMl*r £ 21 £ 

AMV Reverse Transcriptase First-strand cDNA Synthesis Kit (.£k{k^ 
Iiftl) m&m^Tft5a cDNA©^j£;fe«fcrrtBfI£fr"5tefc3:, 5'-Ampli 

FINDER RACE Kit (ClontechS) * cfct*PCR£/B V>&5* -RACE& (Frohman, M. A. 
et al. , Proc. Natl. Acad. Sci. USA (1988) 85, 8998-9002. Belyavsky, A. et 
al. , Nucleic Acids Res. (1989) 17, 2919-2932) ^^fffltS Z t.1fiX^Z> 0 

»&nfcpcwi^&BWfr«DNA»fM-s»»b, ^pp-rnktmrn-r 

7 
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gmtirzffitnj ¥%>3ffifa<Dvm-m%:=i— ^-r^mk^nr^-^, z\n&, 

fro 

fa#:jl^©^ii«, fei^fiSl (HIS) ^fete-git (LID ^n-Ff 
^^Hfem^ii-Tfecfc^ (WO 94/11523 ^mmm) „ 

%>ftib\Z, m^JV^yg: h7>Xyi~ y^-Y^\zmmhX%^ (Ebert, K. 
M. et al. , Bio/Technology (1994) 12, 699-702) „ 
4. 3fc«i#: 

SHfc (Humanized) fe^^fflTit ^> 0 rti5©BS:^#tt, Uft!©^&c£ffi V> 

8 
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thmfcftm*> (reshaped) th^ife^n, cnit kh£^ 

<E>n£¥Li&#U MXU^yxtfiifc(DmW&®:l£mM (CDR; complementarity deter 
mining region) £ t htft#©ffiWtt&£iS#^£teU;fc: , b ©T?$> 0 , flg 

WO 96/02576 #&?8#JiB) „ 

^ftWfcte, V^XirL^CDCDRi t hini#:©:7k— (framework r 
egion ; FR) £ ct ~5 tc^ft DfcDNASB^J^ CDR;&tfFRW;&0D5fcSB«« 

^57WAy-^M©7^;t§fItTt)j:Vi (Sato, K. etal. , Cancer 
Res. (1993) 53, 851-856) , 

fc£HflTfteu Cri, Cr2, Cr3, Cr4$, LitttC/c, CAOTt 
Sdt55«7?^S. ^Sfc^^ciio^ft^^it^fe^n, thin; 
C MM&m% IT «fc ^. 

5. ffifom®9%>} 

flfitrttt'b'&ains. #J*.fc£, 3n#©®r>ti:bTte, Fab, F Cab') 2, Fv. 

9 



WO 03/000883 



PCT/JP02/06237 



^-TMS-ffc^^^x^f >Fv (scFv) ^Vfe,n*o Hr^fcte, ItlI* 

fcM5&#£«HIfiT?fB5i£1*r£ (Mx.«\ Co, M. S. et al. , J. Immunol. (1994) 
152, 2968-2976, Better, M. SHorwitz, A. H. Methods in Enzymology (1989) 
178, 476-496, Academic Press, Inc. , Plueckthun, A. SSkerra, A. Methods i 
n Enzymology (1989) 178, 476-496, Academic Press, Inc., Lamoyi, E. , Meth 
ods in Enzymology (1989) 121, 652-663, Rousseaux, J. et al. , Methods in 
Enzymology (1989) 121, 663-669, Bird, R. E. et al. , TIBTECH (1991) 9, 13 
2-137#M) o 

scFvte, ffifcmmmm£mmm£%mm~r2>z.h\z&Q%e>n&o z.<dsc 

^UTM§tl5 (Huston, J. S. et al. , Proc. Natl. Acad. Sci. U.S.A. (1 
988) 85, 5879-5883) „ scFvfc& §HMVM^£mJIV1«te, ^mmmizm 

{* t b xmm £ ntc %<d<d v>'*rn© ro^oTfe^K vw. m & itag-r %> ^ ?° 

H^lVi6tt§. 

r»«*r « - £ t «fc t> # s n« 0 

^ - , & i tflRSBSI ^ ^ ? - \z J; t> l&MfeM £ tl£:?f 3k * iZLft. o T « £ ZL t 

10 
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mftv&mmiiVT, ^ux^v^^un^ (peg) ^mmmwm^mmcD 

^mmxmm-Zn&ffimZ, —n&m&tfifc (bispecific antibod 
y) T^oTfei^. —ffi#g£Jn;#te:^U t£#> 3 $HU:©S&:Sxti h-y 
^ilt§ M^^fi^tt^- fi^tt^T* o T cfc V> U — ^©trCM 

^>z^^mvx^^mm\zmmmmmm^ , m^^m^^mmmm\z^mm\z 

£ t BjfgTfe^o 

^VXfu^^n^E— /x>/\>it— ( human cytomegalovirus immediate ear 
ly promoter/enhancer) 2> Z Zifitxg&o 

T>^7^;l/7,40 (SV40) lO^^^yn^^VX^A^- ab&V*te:k 
hin>^^a>77^^-la (HEFla) f3i£<Dm%mmM&&<D7u^:— 

SV40y°a ; E-^-/x>A>i^— £&/BT£*§#«MulliganScD#Sc (Nature 

11 
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(1979) 277, 108) HEF1 a ^D^E-^— /X>/\ >^r— ^^ffl"T 

5»^KiMiziisliima (Nucleic AcidsRes. (1990) 18, 5322) lz£.r>, § 

Wl>li^ttl.o laczT'n^E— ^-^^ffi*rs«^ttWard&©^ (Natu 
re (1098) 341, 544-546 ; FASEB J. (1992) 6, 2422-2427) $>^Vi«a 
raB^n^E— ^ — Sffiffif S»-&«Better&©^^ (Science (1988) 240, 1041- 
1043) fdcfceJ^TS^i^T'^So 

pelB>-^^-;HH^I (Lei, S. P. et al J. Bacteriol. (1987) 169, 437 

ffifc<Dm7&&mVHzm.ZhW.VT (refold) IffltSo 

mmmmtvxn, sv4o, ^u^-- 75V <^> A ° t ° n 
(bpv) ^©ft3fe©t)©*fflViS2:t)0<T?^, $e>fc, m^mmm 

HyHh7>X7x7-€ (APH) ^5v ? >^^— if (TK) Mfc^ ^ 

)M^>^>^7~>*X*U^>;Vh^>X7:^-if (Ecogpt) jtfc^, 
ytHnlii^fi (dhfr) £ 

£?£b<«, ^^B^Tf^^n§irC#:«, ni¥LHtm, M^.«CH0, COS, 51 
n— BHK, Vero, HeLaJttlJfif T?563l$ns. 
Sfcfc, ^«fe$l$nfe?&^M£in vitro^fetein vivoT?^*bTBWt*r 

ttt, DMEM, MEM, RPMI1640, IMDM&ffifflt" 3 £ ^fl&JBjfiLif (FCS) 

12 
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7. ffife(Dftm, mm 
mm<D£5tzmm, m&zwt&Lmz, mm, m^mm^^^-mh^-iz^x 

tbt, Hyper D, POROS, Sepharose F. F. (Pharmacia®!) m&&VT*>tlZ>o ^ 

i±^> Z.Hz<kV, ffitif&ftM, »g1-§^i:^t§ (Antibodies A Laborator 
y Manual. Ed Harlow, David Lane, Cold Spring Harbor Laboratory, 1988) „ 

&mm7?&mZn%ffifa<DffimU^W£ (Antibodies A Laboratory Manual. E 
d Harlow, David Lane, Cold Spring Harbor Laboratory, 1988) , U#>r ? V' 
•fry 0 ? — M-o-ISWS-tt (Harada, A. et al. , International Immunology (199 
3) 5, 681-690) <DMmznte^<D^&%:&m~tZ>Z.h-t)S-C%%> 0 

EL ISA (H*fB^ft«ERSMft)t80 , EIA (ii^^iJffe) , RIA (t*f^M'J 

#3&WfcffiMrstfr*fcJU MM«««ttiL.T> ADCCfgtt^teCDCMtt^W 

ADCC^ttte, X7i^^Miimtfi^Uk°*>3^^L^ AD 

13 
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i o. ifa^if^wiffj 

1 1. S«&43£^®g(J 

mxfe&m & m m t b t&jb $ n s 0 

— midtP^^SlkgafefeOO. OOlmg £> 1000mg©fSH^S«n 

^oT^Hhi - ^ £ <h^T^ (Remington's Pharmaceutical Science, latest e 
dition, Mark Publishing Company, Easton, tM) , IS^KJ^fF^$n§fi#^ 
» t) te^tf © T? £ -d T V> o 

14 
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^a, T;v^r>m^-bU^7^, 7K»ftT^h7>, #;v#3r->*^;i/X ^— ^ 
^HJ^A, ^£^>, ^^-)V^l)Vu—7,, x?;pt;PD-^, +-y->^>^^, 

Xr7U>i, k bjfiLtfy > (hsa) , T>-h-;i/, v;i/tfh-;K ^ 

Tween2(h i£^>, t hi&fit T;V^5 >^^SP^fe ! fe©^^^-r§ £ 

0 1 te, Jrt^U bf# > 3 Jtl#: (K6534) ©HuH-7MI^^^T§ ADCCIgtt^TKTHlTr 

§o trt^U t°^>3mf*(K6534)T^ifL7tM^T$»^) 0 

15 
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04 ml t b^mmmmmz^^T<DG?£mM<DYkcmffi(Dm^&^Tm-v 

trC^U H^>3trC#:(K6534)T : ^jfb7cl§^T$»§ 0 

m%x<Dm^7K~t m^%>z>o mtfv ¥ti>3m$ (K6534) T«?*fbfe«g^Tafes„ 

^§ ^ £ ^It & 86 © ^ & © Tgflg 

th^'J tf^>-3Se©T5 ymK^J355#@^S371#@©^^^ H (RQYRS 
AYYPEDLFIDKK) ££-fi£b, • U >^ y h • s\*E^T~> (KLH) fcilr 

^^h^^k w$ f^>^ ww^w^ f (mbs) mmmm 

f£<fcD^U MJ^tbfco T^7X (BALB/c, Jtf 6 ») ^ 100 /i g/EET 3 m 
J&<Kb, jftL?t4>©^«£^bfc 0 Rftlt^tUT, (0. 5^g) 

T> SK^^tJP^^#etlfc^-fe^450niiiCOP^7 1 6^^fiJ^-r§^fe (^:/^FIS 

*@elisa&) &mmvfto tfifem&mm^rcmz^ mmmm^mmv. ttii 

m (P3/X63-Ag8) h(DMmn& (n— 9— , G^ =*;i/7^-f >, C : Nature, 256 : 4 
95 (1975) ) iC^O/W^'J K-^£f£§gbfco 5il0/W^'JH-Y^I4 
t^t/^n — ^;i/trt#; £*it$f b fc?JL ^ ^ F HfflELI SA&: § ffl ^ X ^ y 3^ H 

^(D^m^^mmi^, m&m&cDmuigGim*- m~F, K6534) ^^igG3^;#: 

(JUT, K6511) £«?bfc 0 
^1M2 Jtl^U tf^>3irt#:^fflV^clfflMm©^$!l 
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ADCC (antibody-dependent cell-mediated cytotoxicity) ?SH4, CDC (complem 
ent-dependent cytotoxicity) Current protocols in Immunodogy, 

Chapter 7. Immunologic studies in humans, Editor, John E, Cologan et al. , 
John Wiley &Sons, Inc., 1993<£>^£}-fi£o fco 

i. x:7x^— mmomm 

CBA/N^X (8M4r, ftZmm&ffittih, RPMI1640*&±1S (GIBCOfcK) 

*-?mmM&ftffi\sfco mv^mmMmms. Hycione&M) ^nmmmxm 



2. -mmm&oimm 

Baby Rabbit Complement (CEDARLANEftSS) £ 10% FBS-g^DMEMJgFifi (GIBC0& 

3. mmmmmnm 

t hfFIIDIf HuH-7 (JCRB No. JCRB0403, ta--7>lr^x>Xlf^g 
/t>^7) 0. 2mCi<£) 51 Cr-sodium chroma t e (Amer sham Pharmacia BioteclrfebSD 

tt*>te, 10% ¥Bs,^mmmm^^ix:\zxmmmm-t^^^iz^r)^M^m 

libfeo ^tttt^Il©^, M£10% FBSH" ^ RPMI 1640i§iffifcT3lHl^# I, iffl 
MS*2xio 5 /mL{c:^b, IMiibt 

4. ADCC?£'l4©$iJ^ 

96^:x;MJJ®:7V- h (Beckton DickinsonthS) mmmmt, ffitfV 
>3£i#:(K6534) £50#Lf &±^T15#|!3^£-t3:fc 0 ^©^, X7x 

^-Mioo^L^jjn^ mwtfix^ >*r=L^-?-\HX'4mmmmistc. 0 
<Dmmm%o$ztc\ziQiig/jaL£Vfc„ mm^ ioo^L©±?t ^miRb, ^>^^j 

>j7>^— (COBRA II AUTO-GAMMA, MODEL D5005, Packard Instrument Company^: 

m xmmm^mmvrc. mmmmmik «) «(a-o/(b-o xiooicto^* 

feo A«#M^^43^«»^W^fe(cpm), B«l* NP-40 (¥#ft$g) &iOx.fe^ 

fc*5^^»f?gtt (cpm) , cumMmm<D&%^&mm<D$kmm§i (c P m) 

T 0 ^.^Hduplicate^Tff V*, ^pi^ffi^tB bfco 

5. CDC^tt©M^ 

96^^;P¥JSyi/- h (Becton Dickinsonftig) Mmm&t, IrC^Ufc:^ 
> 3 irt#: (K65 1 1) £ 50 ix LT^Sn^., &±fcT15#59KJ&$-frfc 0 ^<D^, *f#:^ 
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MSttSSItlfc. M#5W«'[4 (%) T4. ADCCMttcDM^J <hl^#{C 

UT^fc ^teduplicatefcTfr TOffi^lliii bfc 0 
0 1 K:ADCC?£f±£, m 2 MCDCS'I4£^T^\ £ CDijg^J: D fet^U tf * > 3 tft 

^5Xl0 5 l@(DHuH-7M£, 100mL©FACS/PBS (lg©# 5^jfiLfllT;V^5 > (SIG 
MA%hM£lL© Cell WASH (Beckton Dickinson*fc$S) fc»fl?UTWSR) 
tffc^U tf^7>3^#:(K6511) £ifcfci3 > h D— ;M5fc#:£ LT IgG2a (Biogen 
esisliM) £25Mg/mL£;%£ £o \Z.MX, %±.\z.~XZ^m^WVfc 0 FACS/PBSfc 
T$fc#^ 100ML£)FACS/PBSKi:rab, 4,uL©Goat Anti-Mouse Ig FITC (Becton 
Dickinson^:®) &$U?L, >J<_h tT30£W£«Lfe o 

FACS/PBSfcT2IM$fc#^ lmL©FACS/PBSfc:IHS$gU ^n-1±<h^-^- (EP 
ICS XL. BECKMAN COULTER) \ZXmm<D$k%Mm&Mfehfco 

HI 3 \Z7U—^r^( V^Y ^)—(Dm^^To HuH-7M-hT^D tfA/>3^B 

str*^ ^0^<h«K^u e # > 3 mwmm±^mm u ^ ^ u t°#>3 1 

^bTMBM?«^^$!li-§^^^^bT^^, (03) o 

»(I4 FCM ^fflVife«M/^^;V^*5^^) GPC3^JJ^?W 

t: h iJffi ^ffl IS ^ (Lung, Colon, Rectum, Breast, Prostate, Leukemia, 
Lymphoma, Myeloma, Pancreas, Liver) lz&tf% £fV tf^j > 3 (GPC3) (D^gJji£ 
FCM ^ffi^Tllrlfe, 

SffiflSH: 2 0 IH^ai^T 5/ ir-f £fro fee #*lfflj&te, Trypsin-EDTA (Cat. No. 
25300-054, Lot 14210, GIBCO) £ Cell dissociation buffer (Cat. No. 
13150-016, Lot 1098554, GIBCO) T 10 V^TtHUKLfeo 
IUiRbfc«iaia^tri^U tr#> (K6534 600 ^g/ml) tfcliitM^ 



18 



WO 03/000883 



PCT/JP02/06237 



mIgG2a irC^ (Biogenesis, M-IgG2a-i, Lot EA990719A, 1 mg/ml) t^-k-CEiJfc 

(mmffifcmm 10 ug/mi) 0 mm%mm%, mmmttwx ig m#: 

(Cat. No. 34903K BD PharMingen) h)K±^Rft^^r^ (2 n\/ test) o mm 

^mvi^, ^©m^ts^^n-it-f b*— (epics xl, beckman coulter) 

Ctifelfe. -^O^lf^ A549, NCI-H460, NCI-H23, NCI-H226, 
DMS114, EKVX, HOP-62, NCI-H322M (&L±, Lung) , P 30/ 
OHK, BALL-K THP-U P39/TSU Leukemia) , MLMA, Ramos, U-937 

(R_t> Lymphoma) , SW480, C0L0205, LoVo> SW837 (£X±, Colon) > MDA-MB- 
23L SK-BR-3, MDA-MB-468 CU±, Breast) , LNCaP, 22Rvl (£Lh, Prostate) > 
MIAPaCa-2 (Pancreas) , HepG2 (Liver) iZ^^X, GPC3©^;£«!1£ tifco m_h 

n&o &mm\z& vm.tfv if^>3m^^^ttrhmmmmmnm 
mmrnmm t uxtiT $> & . 
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MM* 

3. lfflMf««?gtt^m#:ft#|4^Ha«-« (ADCC) m&&fc\Zffifc&i&&mMM 

m (cdc) ^tt-r&^w*^ 2 tzmmommmmmmm* 

m \z.um <d mmmmm mm* 

io. mmmmfe&&&T%ffi&m9&m(D$ifco 
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